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: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration

\/}\47 Rockville MD 20857

NDA 19-057/S-015
NDA 20-3477S-006"

Abbott Laboratories
Attention: Ms. Marilou Reed
D-491/AP6B-1

100 Abbott Park Road
Abbott Park, IL 60064-6108

Dear Ms. Reed:

Please refer to your supplemental new drug applications dated June 26, 2001, submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Hytrin (terazosin HCI) 1, 2, 5 and 10 mg Tablets (NDA 19-057),
Hytrin (terazosin HCI) 1, 2, 5 and 10 mg Soft Elastic Capsules (NDA 20-347).

We acknowledge receipt of your submissions dated July 27 and December 6, 2001 to each NDA.

These "Changes Being Effected" supplemental new drug applications provide for final printed labeling with the
following revisions: ,

NDAs 19-507 & 20-347

Under ADVERSE REACTIONS, the Post-marketmg Experience subsection has been moved to below
Table 4 and revised from:

Post-marketing Experience
Post-marketing experience indicates that in rare instances patients may develop allergic reactions,
including anaphylaxis, following administration of HY TRIN tablets. There have been reports of

priapism during post-marketing surveillance.
To:

Post-marketing Experience

Post-marketing experience indicates that in rare instances patients may develop allergic reactions,
including anaphylaxis, following administration of terazosin hydrochloride. There have been reports of
priapism and thrombocytopenia during post-marketing surveillance. Atrial fibrillation has been reported.

NDA 19-057

Under HOW SUPPLIED, the phrase, “Abbo-Pac unit dose strip packages of 100 tablets™ has been
removed for each dosage strength and a phrase indicating the Abbott symbol and Abbo-Code has been

added for each dosage strength.



NDAs 19-057/8-015
20-347/5-006
Page 2

We have completed the review of these supplemental applications, as amended, and have concluded that
adequate information has been presented to demonstrate that the drug products are safe and effective for use as
recommended in the final printed labeling included in your June 26, 2001 submissions. Accordingly, these
supplemental applications are approved effective on the date of this letter.

If a letter communicating important information about this drug product (i.e., a "Dear Health Care Professional”
letter) is issued to physicians and others responsible for patient care, we request that you submit a copy of the
letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.

If you have any questions, please call:

Ms. Zelda McDonald
Regulatory Health Project Manager
(301) 594-5333

Sincerely,
{See appended electronic signature pagef

Raymond J. Lipicky, M.D.

Director

Division of Cardio-Renal Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Raymond Lipicky
1/23/02 11:52:20 AM
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HYTRIN® _
(terazosin hydrochloride)
Capsules

APPROVED

JAN 23 200

DESCRIPTION

HYTRIN (i i hioride), an alpha-1-sclecti
adrenoceptor blocking agent, is a quinazoline derivative rep-
resented by the ing chemical name and for-
mula:

(RS)-Piperazine, 1-(4-amino-6,7-dimethoxy-2-quinazolinyl)-
4-[(tetra-hydro-2-furanyl)carbonyl]-, monohydrochloride,
dihydrate.

NH,
CHO. N .
I/ MO
CHO NTN N-E—E oj HeI-24,0
-

Terazosin hydrochloride is a white, crystalline substance,
freely soluble in water and isotonic saline and has a molecular
weight of 459.93. HYTRIN capsules (terazosin hydrochloride
capsules) for oral ingestion are supplied in four dosage

b P . Arohlorid, ivalent 10

\ 1 mg, 2 mg, S mg, or 10 mg of terazosin.

A Inactive Ingrediesnts:

\ 1 mg capsules: gelatin, glycerin, iron oxide, methylparaben,
mineral oil, polyethylene glycol, povidone, propylparab
titanium dioxide, and vanillin.

2 mg capsules: D&C yellow No. 10, gelatin, glycerin,
{ hylparaben, mineral oil, polyethylene glycol, povidone.
\ propylparaben, titanium dioxide, and vanillin.

. 5 mg capsules: D&C red No. 28, FD&C red No. 40, gelatin,
glycerin, paraben, mineral oil, polyethylene glycol.
povidone, propylparaben, titanium dioxide, and vanillin.

10 mg capsules: FD&C blue No. 1, gelatin, glycerin,
hylparaben, mineral oil, polyethylenc glycol, povid
propylparaben, titanium dioxide, and vanillin.
CLINICAL PHARMACOLOGY
Phammacodynamics:
A Benign Prostatic Hyperplasia (BPH)
The symptoms associated with BPH are related to bladder
outlet ob ion, which is prised of two underlying
components: a static component and a dynamic component.
The static component is a consequence of an increase in
prostate size. Over time, the prostate will continue to enlarge.
- . i However, clinical studies have demonstrated that the size of
. the prostate does not correlate with the severity of BPH symp-
toms or the degree of urinary obstruction. The dynamic com- .
ponent is a function of an increase in smooth muscle tone in
the prostate and bladder neck, leading to constriction of the
bladder outlet. Smooth muscle tonc is mediated by sympa-

thetic nervous st ion of alpha-l ads p which are
abundant in the prostate, prostatic capsule and bladder neck.
The ion in s and i in urine flow

rates following admini of in is refated to refax-
ation of smooth muscle produced by blockade of alpha-l
adrenoceptors in the bladder neck and prostate. Because there
are ively few alpha-l ad: in the bladder body,
terazosin is able to reduce the bladder outlet obstruction with-
out affecting bladder contractility.

Terazosin has been studied in 1222 men with symptomatic
BPH. In three placcbo Hled studies, evalua-
tion and uroflowmetric measurements were performed
approxi ly 24 hours following dosing, np! were L
quantified using the Boyarsky Index. The questionnaire eval- ¢ - S
: - . B : ) . - uated both ob ive (hesil i i teminal
. - - dribbling, impairment of size and force of stream, sensation of
- : - incomplete bladder emptying) and iritative (nocturia, day-

: time frequency, urgency, dysuria) symptoms by rating each of
M ) - - the 9 symptoms from 0-3, for a total score of 27 points.
e Results from these studies indicated that terazosin statistically
significantly improved symptoms and peak urine flow rates

over placebo as follows:

Symptom Score Peak Flow Rate
(Range 0-27) (mL/sec)
Mesn Mean Mean Mezn
N_Baselie Change (%) | N Baseline Change (%
Study 1 (10 mg)®
Titratica to fixed dose (12 wks)

Placebo 55 9.7 -23(24) [54 101 +10(10)
in 54 103 4.5 (45)* |52 88 +3.0 34)¢ T

Study 2 (3 s, 10, 20 mg)b
. Titration to response (24 wks)
e Placcbo 89 125 -38 (30) |88 88 +14 (16)
: - Terazosin 85 122 -5.3 (43)* |84 84 +29 (35)

Study3 (1,35, 10 mgF
Titration to response (24 wks)
Placebo 74 104 -L1 (11) 74 B8 +1.2 (19)

sin 73 109 4.6 (42)* {73 8.6 +2.6 (30)*
2 Highest dose 10 mg shown.
b 236, of patients on 10 mg, 41% of patients on 20 mg.
€ §7% of paticnts on 10 mg.
,  * Significantly (p < 0,05) more improvement than placebo.

in all three studies, both symptom scores and peak urine flow
rates showed statistically significant imp from base-
. line in patients treated with terazosin from week 2 (or the first
clinic visit) and throughout the study duration.
Analysis of the cffect of terazosin on individual urinary
d that d to placebo, i




Analysis of the effect of terazosin on individual urinary
symptoms d: that pared to placebo, t i
ignificantly improved the symptoms of hesitancy, intermit-
tency, impairment in size and force of urinary stream, sensa-
tion of i pl ptying, terminal dribbling, daytime
frequency and nocturia.

Global assessments of overalt urinary function and symp-
toms were also performed by investigators who were blinded
1o paticnt treatment assignment. In studies 1 and 3, patients
treated with terazosin had a significantly (p < 0.001) greater
overall improvement compared 10 placebo treated patients.

In a short term study (Study 1), patients were randomized to
cither 2, 5 or 10 mg of terazosin or placebo. Patients random-
ized to the 10 mg group achieved a statistically significant
fesponse in both symptoms and peak flow rate compared to
placebo (Figure 1).

Figure 1

Study 1

Mean Change in Total Symptom ~ Mean Increase in Peak Flow
Score from Baseline*

Rate (mL/sec) from Baseline*
4

+ for baseline values sec above table

* p<0.05, compared to placebo group

In a long-term, open-labe!, non-placebo controlled clinical
trial, 181 men were followed for 2 years and 58 of these men
were followed for 30 months. The effect of terazosin on uri-
nary symptom scores and peak flow rates was maintained
throughout the study duration (Figures 2 and 3):

Figure 2

Mean Change In Total Symptom Score from Baseline
Long-Term, Open-Label, Non-Placebo Centrolled Study
(N=494)

Mean Change from Besaline n
& &
*

74
Moath 0123 6 9 12 15 18 21 24 27 30

* p S0.05 vs. baseline
mean baseline = 10.7

V Figure 3
Mean Change in Peak Flow Rate from Baseline

Long-Term, Open-Label, Non-Placebo Controlled Study
(N=494)

Mezn Chenge from Bassline
{mb/sec)

001
Month 0123 6 9 12 15 18 21 24 27 30

* p £0.05 vs. bascline
mean baseline = 9.9

In this long-term trial, both symptom scores and peak urinary
flow rates showed statistically signi imp sug-
gesting a relaxation of smooth muscle cells.

Although blockade of alpha-1 ad: P also lowers
blood pressure in hypertensive patients with increased periph-
eral vascular resi: i of i
men with BPH did ot result in a clinically significant blood
pressure lowering effect:

Mean Changes in Blood Pressure from
Baseline to Final Visit in all Dogble-Blind,
Placebo-Controlled Studies
Normotensive Hypertensive
Patients Patients
DBP $ 90 mm Hp DBP > 90 mm Hg
Mean Mean
Group N Change N Change
SBP Placebo 293 -0.1 45 -5.8
{mm Hg) Terazosin 519 -3.3 65 -14.4*
DBP Placebo 293 +0.4 45 1.1
(mm Hg) Terazosin 519 =22+ 65 -15.1*
* p<0.05 vs. placebo
B. Hypentension
In animals, terazosin causes a decrease in blood pressure by
d ing total perip vascular resi: The vasodila-
tory hyp ive action of to be prod;

Appears P
mainly by blockade of alpha-1 adrenoceptors, Terazosin
decreases blood pressure gradually within 15 mimutes follow-
ing oral administration.

Paticnts in clinical trials of terazosin were administered
once daily {the great majority) and twice daily regimens with
total doses usually in the range of 5-20 mg/day, and had mild
(about 77%, diastolic pressurc 95-105 mmHg) or moderate
(23%, diastolic pressure 105-115 mmHg) hypertension.
Because in, like all alpha antagenists, can cause unusu-
ally large falls in blood pressure after the first dose or first few
doses, the initial dose was | mg in virtally all trials, with sub-

" sequent titration to a specified fixed dose or titration to some
specified blood pressure end point (usually a supine diastolic
pressure of 90 mmHg).

Blood pressure responses were measured at the end of the
dosing interval (usually 24 hours) and effects were shown to
persist throughout the interval, with the usual supine
responses 5-10 mmHg systolic and 3.5-8 mmHg diastolic
greater than placebo. The responses in the standing position
tended to be somewhat lareer. by 1-3 mmHe atthanah thic
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Blood pressure responses were measured at the end of the
dosing interval (usually 24 hours) and effects were shown to
persist throughout the interval, with the usual supine
responses 5-10 mmHpg systolic and 3.5-8 mmHg diastolic
greater than placebo. The responses in the standing position
tended to be somewhat larger, by 1-3 mmHg, although this
was not true in all studies. The magnitude of the blood pres-
sure responses was similar to prazosin and less than
hydrochlorothiazide (in a single study of hypertensive
patients). In measurements 24 hours after dosing, heart rate
was unchanged.

Limited measurements of peak response (2-3 hours after
dosing) during chronic terazosin administration indicate that
it is greater than about fwice the trough (24 hour) response,
suggesting some attenuation of response at 24 hours, presum-
ably due to a fall in blood terazosin concenirations at the end
of the dose interval. This explanation is not established with
certainty, however, and is not consistent with the similarity of
blood pressure response to once daily and twice daily dosing
and with the absence of an observed dose-response relation-
ship over a range of 5-20 mg, i.¢., if blood concentrations had
fallen to the potnt of providing less than full effect at 24 hours,
a shorter dosing interval or larger dose should have led to
increased response.

Further dose response and dose duration studies are being
carried out. Blood pressure should be measured at the end of
the dose interval; if response is not satisfactory, patients may
be tried on a larger dose or twice daily dosing regimen. The
latter should also be considered if possibly blood pressure-
related side effects, such as dizziness, palpitations, or ortho-
static complaints, are seen within a few hours after dosing.

The greater blood pressure effect associated with peak
plasrm ccncenmuons (first fcw hours after dosing) appears

ition-di {greater in the erect posi-

non)thanlhecﬂ‘acluflmzosmalﬂhouxsmdmﬂwem
position there is also 2 6-10 beat per minute jncrease in heart
rate in the first few hours after dosing. During the first 3 hours
after dosing 12.5% of patients had a systolic pressure fall of
30 mmHg or more from supine to standing, or standing sys-
tolic pressure below 90 mmHg with a fall of at least
20 mmHg, compared to 4% of a placcbo group.

There was a tendency for patients to gain weight during ter-
azosin therapy, In placebo-controlied monotherapy trials,
male and female patients receiving terazosin gained a mean of
1.7 and 2.2 pounds respectively, compared to losses of 0.2 and
1.2 pounds respectively in the placebo group. Both differ-
ences were statistically significant.

During controlled clinical trials, patients receiving terazosin
monotherapy had a small but statistically significant decrease
{2 3% fall) compared to placebo in total cholesterol and the
combined low-density and very-low-density lipoprotein frac-
tions, No significant changes were observed in high-density
lipoprotein fraction and triglycerides compared to placebo.

Analysis of clinical laboratory data following administra-
tion of mmsm suggeswd the possnbxlxty of hemodilution
based on giobin, white blood
cells, total protcin md albumin. Decreases in hematocrit and
total protein have been observed with alpha-blockade and are
attributed to hemodilution.

Phamacakinetics:

d as HYTRIN capsulcs is
e ty absorbed in man. A of
capsules immediately after meals had a minimal effect on the
extent of absorption. The time to reach peak plasma concen-
tration however, was delayed by about 40 minutes. Terazosin
has been shown to undergo minimal hepatic first-pass
metabolism and nearly all of the circulating dose is in the
form of parent drug. The plasma levels peak about one hour
after dosing, and then decline with a half-life of approxi-
mately 12 hours. In a study that evalvated the effect of age on
terazosin pharmacokinetics, the mean plasma half-lives were
14,0 and 11.4 hours for the ngcgmup270yca:smdtheage
group of 20-39 years, resp After or:

the plasma clearance was decreased by 31 7% in patients
70 years of age or older compared (o that in patients 20-39
years of age.

The drug is 90-94% bound to plasma proteins and binding
is constant over the clinically observed concentration range.
Approximatcly 10% of an orally administered dose is
excreted as parent drug in the urine and approximately 20% is
excreted in the feces. The remainder is eliminated as metabo-
lites. Impaired renal function had no significant effect on the
climination of terazosin, and dosage adjustment of terazosin
to compensate for the drug removal during bemod.lalysls
(approximately 10%) does not appear o be necessary. Over

ly 40% of the

-« 8pp d dose is excreted in
the vrine and appmumalcly 60% in the. feccs The disposition
of the compound in apimals is q similar to that in
man.
INDICATIONS AND USAGE
HYTRIN (i ide) is indi for the treat-

ment of sympwmmc benign prostatic hyperplasia (BPH).
There is a rapid response, with approximately 70% of patients
experiencing an increase in urinary flow and improvement in
syaiptoms of BPH when treated with HYTRIN. The long-
term effects of HYTRIN on the incidence of surgery, acute
urinary obstruction or other complications of BPH are yet to
be determined.

HYTRIN is also indicated for the treatrnent of hyperten-
sion. It can be used alone or in combination with other antihy-
pertensive agents such as diuretics or beta-adrenergic
blocking agents.

CONTRAINDICATIONS
HYTRIN capsulcs are contmnd:uwd in patients known to be

Y

WARN!NGS
Syncope and “First-dose” Effect:
HYTRIN es, like other alph: block

ageats, can cause marked lower{ng of blood pressure,
especially postural hypotension, and syncope in associa-
tion with the first dose or first few days of therapy. A sim-
flar effect can be anticipated if therapy is interrupted for
several days and then restarted. Syncope has also been
reported with other alpha-adrenergic blocking agents in
association with rapid dosage increases or the introduc.
tion of another antihypertensive drug. Syncope is believed
to be due to an excessive postaral hypotensive effect,
although occasfonally the syncopal episode has been pre-
ceded by a bout of severe supraventricular tachycardia
with heart rates of 120-160 beats per minute. Additionally,
the possibility of the contribution of hemodilution to the
ptoms of postural by sion should be considered.

To decrease the likelihood of syncope or excessive
hypotension, treatment should always be initiated with a
1 mg dose of terazosin, given at bedtime. The 2 mg, 5 mg
and 10 mg capsules are not indicated 25 fnitial therapy.
Dasage should then be increased slowly, according to rec-
ommendations in the Dosage and Administration section
and additional antihypertensive agents should be added
with caution. The patient should be cautioned to avoid sit-
uations, such as driving or hazardous tasks, where injury
could result shounld syncope occur during initiation of
therapy.

In carly investigational studics, where increasing single
doses up to 7.5 mg were given at 3 day intervals, tolerance to
the first dose phenomenon did not necessarily develop and the
“first-dose” effect could be observed at all doses. Svncoval




In early investigational studies, where increasing single
doses up to 7.5 mg were given at 3 day intervals, tolerance to
the first dose phenomenaon did not necessarily develop and the

“first-dose™ effect could be observed at all doses. Syncopal
episodes occurred in 3 of the 14 subjects given terazosin at
doses of 2.5, S and 7.5 mg, which arc higher than the recom-
mended initial dose; in addition, severe orthostatic hypoten-
sion (blood pressure f;umg to 500 mmHg) s seen in two
others and di
occurred in most subjects. These adverse eﬂ'cc!s all occurred
within 90 minutes of dosing.

In three placebo-controlled BPH studies 1, 2, and 3 (see
CLINICAL PHARMACOLOGY), the incidence of postural
hypotension in the terazosin treated patients was 5.1%, 5.2%,
and 3.7% respectively.

In muluple dose clinical trials involving nearly 2000 hyper-
tensive patients treated with terazosin, syncope was reported
in about {% of patients. Syncope was not necessarily associ-
ated only with the first dose.

If syncope occurs, the patieat should be placed in a
recumbent position aud treated supportively as necessary.
There is evidence that the orthostatic effect of terazosin is
greater, even in chronic use, shortly after dosing, The risk
of the events is grestest during the iniial seven days of
treatment, but continues at all time intervals.

Priapism;

Rarcly, (probably fess than once in every sevenal thousand
paticnts) terazosin and other a.-nnlagomm have been associ-
ated with pnapxsm (pnnful penile erccuon susum:d for
hours and d by sexual i

Two or three dozen cases have been repoﬂed Because thxs

ition can lead to if not p

treated, patients must be advised about the seriousness of the
condition {sec PRECAUTIONS: Information for

Patients),

PRECAUTIONS
General:
Prostatic Cancer
Carcinoma of the prostate and BPH cause many of the same
. These two diseases frequently co-exist. Therefore,
patients thought to have BPH shouvld be examined prior to
starting HYTRIN therapy to rule out the presence of carci-
noma of the prostate.
Orthostatic Hypotension -
Wmleryneopetsmenwslmoﬂhosuuceﬁeaofm
zosin (sce \Vammgs) other ' symptoms of lowemd blood pres-
sure, such zs
were maore common nd occurred in some 28% of pal.lcn!s in
clinical trials of hypertension. In BPH clinical irials, 21% of
the paucms experienced one or more of the following: dizzi-
pess, hyp postural b syncope, and ver-
tigo. Patients with occupations i in which such events represent
potential problems should be treated with particular caution.
Information for Patients (see Patient Package Insert):
Paumts should be made aware o{ the possxbd.ny of syncopal
and atthe i of ther-
apy, mdwlvmddnvmgothauxdousmksfor 12 hours after
the first dose, after a dosage increase and after interruption of
therapy when treatment is resumed. They should be cautioned
to avoid situations where injury could result shoutd syncope
occur during initiation of terazosin therapy. They should also
be advised of the need to sit or lie down when symptoms of
lowered blood pressure occur, although these symploms are
not always orthostatic, and to be careful when rising from a
sitting or lying position. If dizziness, lightheadedness, or pal-
pitations are bothersome they should be reported to the physi-
cian, 50 that dose adjustment can be considered.

Patients should also be told that drowsiness or somnolence
can occur with terazosin, requiring caution in people who
must drive or operate heavy machinery,

Patients should be ndvm:d about the possxbxhty of priapism
23 a result of treatment with HYTRIN and other similar med-
ications. Patients should know that this reaction to HYTRIN
is extremely rare, but that if it is not brought to immediate
medical atiention, it can Jead to permaneat erectife dysfunc-
tion (impotence).

Laboratory Tests:.

Smail but y significant d in h
hemoglobin, white blood cells, total protein and afbumin were
observed in controlled clinical frials. These laboratory find-
ings suggested the possibility of hemodilution. Treatment
with terazosin for up to 24 months had no significant effect on
prostate specific antigen (PSA) levels.

Drug Interactions:
In oontrolled tmls. l:mzosm has been added to d:urcucs. and
several be ; B

wacobscrvod Temzosmhasn]sobeennscdmpauenuona
variety of concomitant therapies; while these were not formal

(OVER)
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interaction studies, 00 interactions were observed. Terazosin
has been used concomitantly in at least 50 patients on the fol-
lowing drugs or drug classes: 1) analgesic/anti-inflammatory
(¢.8., acctaminophen, aspirin, codeine, jb\:ptufcn. indometh.
acin); 2) antibiotics (¢.g., erytromye trimethoprim and

3) gic/sy S
(c.g., phenylephrine hydrochoride, phenylpropanolamine
1ok hedrine bydrochloride); 4) antigowt

{¢.g., allopurinol); ) antihistamines (c.g., chiorp min

6) cardiovascular agents {¢.g., atenolol, hydrochlorothiazide,

methyclothiazide, propranolal); 7) corti ds; 8 gas-

trointestinal agents (¢.g.. antacids); 9) hypoglycemics: 10)

sedatives and tranquilizers (e.g., diazepam).

Use with Other Drugs:

In a study (n=24) where terazosin and verapamil were admin-

istered concomitantly, terazosin's mean AUCg.4 increased

11% after the first verapamil dose and after 3 weeks of vera-

pamil iti d by 24% with iated i

in Coux (25%) and Crrir (32%) means, Terazosin mean Ty,

decreased from 1.3 hours to 0.8 hours after 3 weeks of vera-

pamil Sratictically sienificant diffc were not

found in the verapamil level with and without terazosin. In a

study (n=6) where terazosin and captopril were administered

concomitantly, plasma dispasition of ca?wpn'l was not influ-
dministration o :

enced by i and tera-
zosin i plasma ions i d linearly
with dose at steady-state after administration of in plus
captopril (sce Dosage and Administration).

Carcil is, b is, Impai of Fertility:

Terazosin was devoid of mutagenic potential when evaluated
in vivo and in vitro {the Ames test, in vivo cytogenetics, the
dominant lethal test in mice, in vivo Chinese harster chromo-

some aberration test and V79 forward mutation assay),
Terazosin, administered in the feed 10 rats at doses of 8, 40,
and 250 mg/kg/day (70, 350, and 2100 mg/M?/day), for two
years, was associated with a statistically significant increase
in benign adrenal medullary tumors of male rats exposed to
the 250 mg/kg dose. This dose is 175 times the maximum rec-
ommended human dose of 20 mg (12 mg/M?). Female rats
were unaffected in was not ic in mice when
administered in fecd for 2 years at a maximum tolerated dose
of 32 mg/kg/day (110 mg/M?; 9 times the maximum recom-
mended human dose). The absence of mutagenicity in a bat-
tery of tests, of tumorigenicity of any cell type in the mouse
i icity assay, of i d total tumor incidence in
cither species, and of proliferative adrenal lesions in female
rals, suggests a male rat species-specific event. Numerous
other diverse ph ical and chemical compounds have
also been associated with benign adrenal medullary tumors in
n

male rats without supp evidence for

man.

The effect of terazosin on fenility was assessed in a stan-
dard fentility/reproductive performance study in which male
and female rats were administered oral doses of 8, 30 and
120 mg/kg/day. Four of 20 malc rats given 30 mg/kg (240
mg/MZ; 20 times the maximum recommended human dose)
and five of 19 male rats given 120 mg/kg (960 mg/M?; 80
times the maximum recommended human dose) failed to sire
a litter, icular weights and hology were unaffected
by treatment. Vaginal smears at 30 and 120 mg/kg/day, how-
ever, appeared 1o contain less sperm than smears from control
matings and good comrelation was reported between sperm
count and subsequent pregnancy.

Oral administration of terazosin for onc o 1wo years
elicited a staustically significant increase in the incidence of
testicular atrophy in rats exposed 10 40 and 250 mg/kg/day
(29 and 175 times the maximum recommended human dose),
but pot in rats exposed to 8 mg/kg/day (> 6 times the maxi-
mum recommended human dose). Testicular atrophy was also
observed in dogs dosed with 300 mg/kg/day (> 500 times the
maximum recommended human dose) for three months but
not afer one year when dosed with 20 mg/kg/day (38 times
the maximum recommended human dose), This lesion has
also been seen with Minip another {marketed) selecti
alpha-1 blocking agent,

Pregnancy:

Teratogenic effects: Pregnancy Category C. Temzosin was
not teratogenic in either rats or rabbits when administered at
oral doses up to 280 and 60 times, respectively, the maximum
recommended human dose. Fetal resorptions occurred in rats
dosed with 480 mg/kg/day, approximately 280 times the max-
imum recommended human dose. Increased fetal resorptions,
decreased fetal weight and an increased number of supernu-
merary fibs were observed in offspring of rabbits dosed with
60 times the maximum recommended human dose. These
findings (in both species) were most likely secondary to
maternal toxicity. There are no adequate and well-controlled
studies in pregnant women and the safety of terazosin in preg-
nancy bas not been established. HYTRIN is not recom-
mended during pregnancy unless the potential benefit justifies
the potential risk to the mother and fetus.

Nonteratogenic effects: In a peri- and post-natal develop-
ment study in rats, significantly more pups died in the group
dosed with 120 mg/kg/day (> 75 times the maximum recom-
mended human dose) than in the coutrol group during the
three-week postpartumn period.

Nursing Mothers:

It is not known whether terazosin is excreted in breast milk.

Because many drugs arc excreted in breast milk, caution

should be ised when U in is admini. d to a nurs-

ing woman.

Pediatric Use:

Safety and effectiveness in children have not been deter-

mined.

ADVERSE REACTIONS

Benign Prastatic Hyperplasia

The incidence of treatment-emergent adverse events has been

ascertained from clinical trials conducted worldwide. All

adverse events reported during these trials were recorded as
d rates

adverse The below are
based on combined data from six placebo-controlled trials
lving day inistration of t in at doses
ranging from 1 to 20 mg. Table 1 summarizes those adverse
events reported for patients in these trials when the incidence
rate in the terazosin group was at Jeast 1% and was greater
‘h:an_ lhat' for the placebo group, or where the reaction is of
clinical interest. Asthenia. postural hypotension, dizziness,
nasal ion/hinitis, and imp were
the only events that were significantly (p S 0.05) more com-
mon in patients receiving terazosin than in patients receiving
placebo, The incidence of urinary tract infection was sigaifi-
cantly lower in the patients receiving terazosin than in
patients receiving placebo. An analysis of the incidence rate
of hypotensive adverse events (sec PRECAUTIONS) adjusted
for the length of drug treatment bas shown that the risk of the
events is greatest during the initial seven days of treatment,
but continues at all time intervals.

TABLE 1

ADVERSE REACTIONS DURING
PLACEBO-CONTROLLED TRIALS




TABLE1

ADVERSE REACTIONS DURING
PLACEBO-CONTROLLED TRIALS
BENIGN PROSTATIC HYPERPLASIA

Terazosin Placebo

Bady System (N=635) _ (N=360)
BODY AS A WHOLE

tAsthenia 74%* 33%

Flu Syndrome 24% 1.7%

Headache 49% 5.8%
CARDIOVASCULAR SYSTEM

Hypotension 06% 06%

Palpitations 0.9% 1.1%

Postural Hypotension 39%" 0.8%

Syncope 06% 0.0%
DIGESTIVE SYSTEM

Nausea 1.7% 1.1%
METABOLIC AND NUTRITIGNAL DISORDERS

Peripheral Edema 0.9% 0.3%

Weight Gain 0.5% 0.0%
NERVOUS SYSTEM

Dizziness 9.1%* 42%

Somnolence 36%* 1.9%

Vertigo 14% 0.3%
RESPIRATORY SYSTEM

Dyspnea 1.7% 0.8%

Nasal Congestion/Rhinitis 1.9%* 0.0%
SPECIAL SENSES

Blurred Vision/Ambtyopia 13% 06%
URDGENITAL SYSTEM

impotence 1.6%* 0.6%

Urinary Tract Infection 1.3% 39%°

T Includes weakness, tiredness, lassitude and fatigue.
* p 5 0.05 comparison batwaen groups.

Additional adverse events have been reported, but these are,
in general, not distinguishable from symptoms that might
have occurred in the absence of exposure to terazosin. The
safety profile of patients treated in the long-term open-label
study was similar to that observed in the controlled studics.
“The adverse events were usuilly transient and mild or mod-
erate in intensity, bat sometimes were serious enough to inter-
rupt In the placebo iled clinical trials, the
rates of premature termination due to adversc events were not
statistically different between the placebo and terazosin
groups. The adverse events that were bothersome, as judged
by their being reported as reasons for discontinuation of ther-
apy by at least 0.5% of the terazosin group and being reported
more often than in the placebo group, are shown in Table 2.

TABLE 2
DISCONTINUATION DURING
PLACEBO-CONTROLLED TRIALS
BENIGN PROSTATIC HYPERPLASIA
Terazosin Placebo

Body System (N= 636} {Na= 350)
BODY AS A WHOLE

Fever 05% 0.0%

Headache 11% 0.8%
CARDIOVASCULAR SYSTEM

Postural Hypotension 0.5% 0.0%

Syncope 05% 0.0%
DIGESTIVE SYSTEM

Nausea 0.5% 0.3%
NERVOUS SYSTEM

Dizziness 20% 1.1%

Vertigo 0.5% 0.0%
RESPIRATORY SYSTEM

Dyspnea 05% 0.3%
SPECIAL SENSES -

Blurred Vision/Amblyopia 0.6% 0.0%
UROGENITAL SYSTEM

Urinary Tract Infgction 05% 0.3%
Hypertension
The of adverse ions has been ined

from clinical trials conducted primarily in the United States.
All adverse experiences (events) reported during these trials
were recorded as adverse reactions. The prevalence rates pre-
sented below are based on combined data from fourteen

placebo lled trials involving day

of in, as h or in with other
antihypertensive agents, a1 doses ranging from 1 to 40 mg.
Table 3 i ose adverse experi reported for

patients in these trials where the prevalence rate in the tera-
20sin group was at least 5%, where the prevalence rate for the
terazosin group was at least 2% and was greater than the
prevalence rate for the placcbo group, or where the reaction is
z;;p‘miculu interest. Asthenia, blurred vision, dizziness,

vausea, perip edema, ions and
somnolence were the only symptoms that were significantly
(p < 0.05) more in patients receivi in than

in patients receiving placebo. Similar advers: reaction rates
were observed in placebo-controlied monotherapy trials.

TABLE 3
ADVERSE REACTIONS DURING
PLACEBO-CONTROLLED TRIALS
HYPERTENSION
Terazosin Placebo

Body System (N= 059} {N= 506)
BODY AS A WHOLE

1Asthenia 11.3%* 43%

Back Pain 24% 1.2%

Headache 16.2% 15.8%
CARDIOVASCULAR SYSTEM

Palpitations 4.3%° 1.2%

Pastural Hypotension 1.3% 0.4%

Tachycardia 19% 1.2%
DIGESTIVE SYSTEM

Nausea 4.4% 14%
METABOLIC AND NUTRITIONAL DISORDERS

Edema 09% 06%

Peripheral Edema 55%* 24%

Weight Gain 0.5% 02%
MUSCULOSKELETAL SYSTEM

Pain—-Extremities 35% 30%
NERVOUS SYSTEM

Depression 0.3% 0.2%

Dizziness 19.3%* 1.5%

Libido Decreased 06% 0.2%

Nervousness 23% 1.8%

Paresthesia 29% 14%

Somnolence 5.4%" 26%
RESPIRATORY SYSTEM

Dyspnea 31% 24%

Nasal Congestion 5.9%* 34%
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TABLE 3

ADVERSE REACTIONS DURING
PLACEBO-CONTROLLED TRIALS
HYPERTENSION
Terazosin Placebo

Bady System {N= 853} {N= 506}
BODY AS A WHOLE

tAsthenia 1.3%* 43%

Back Pain 24% 12%

Headache 16.2% 15.8%
CARDIOVASCULAR SYSTEM

Palpitations 43%* 1.2%

Pastural Hypotension 13% 0.4%

Tachycardia 1.3% 1.2%
DIGESTIVE SYSTEM

Nausea 44%° 14%
METABOUC AND NUTRITIONAL DISORDERS

Edema 09% 06%

Peripheral Edema 5.5% 24%

Weight Gain 0.5% 0.2%
MUSCULOSKELETAL SYSTEM

Pain-Extremities 35% 3.0%
NERVOUS SYSTEM

Depression 0.3% 0.2%

Dizziness 19.3%* 15%

Libido Decreased 0.6% 0.2%

Nervousness 23% 1.8%

Paresthesia 29% 14%

Somnolence 54% 26%
RESPIRATORY SYSTEM

Dyspnea 3% 24%

Nasal Congestion 5.9%* 34%

Sinusitis 26% 14%
SPECIAL SENSES

Blurred Vision 1.6%* 0.0%
UROGENITAL SYSTEM
_Impotence 1.2% 14%

1 Includes weakness, tiredness, lassitude and fatigue.
* Statistically significant at p=0.05 level.

Additional adverse reactions have been reported, but these
are, in general, not distinguishable from symptoms that might
have occumd in the absence of exposure to terazosin. The

ional adverse i were reported by at
least 1% of 1987 patients who received terazosin in comrollcd
or open, short- or long-term clinical trials or have been
reported during marketing experience: Body as a Whole:
chest pain, facial edema, fever, abdomina! pain, neck pain,
shoulder pain; Cardiovascular System: arthythmia, vasodila-
uon. Digestive System: consupauon dxanhca. dry mouth.

itional Dis-

onders: gout; Musculoskel ‘S:rcm hralgi mhntxs.
joint disorder, myalg:a Nervous Sysl(m anxiety, insomnia;
pi y System: b cold symp! epistaxis, flu

symptoms, increased cough, pharyngitis, rhinitis; Skin and
Appendages: pruritus, rash, sweating; Specia! Senses: abnor-
m.'sl vision, conj ivitis, tinnitus; Urogenital Sys[em uri-
y, urinary i reported in
posl.menopausal women, urinary tract mfocuon
The adverse reactions were usually mild or moderate in
intensity but sometimes were serious enough to interrupt
The adverse ions that were most both
as judged by their being reported as reasons for discontinua-
tion of therapy by at least 0.5% of the terazosin group and
being reported more often than in the placebo group, are
shown in Table 4.

TABLE §
DISCONTINUATIONS DURING
PLACEBO-CONTROLLED TRIALS
Terazosin Placeho

Body System {N=859) {N=506)
B0ODY AS A WHOLE

Asthenia 16% 0.0%

Headache 1.3% 1.0%
CARDIOVASCULAR SYSTEM

Palpitations 14% 0.2%

Postural Hypotension 0.5% 0.0%

Syncape 0.5% 0.2%

Tachycardia 05% 0.0%
DIGESTIVE SYSTEM

Nausea 0.8% 0.0%
METABOLIC AND NUTRITIONAL DISORDERS

Peripheral Edema 0.6% 0.0%
NERVOUS SYSTEM

Dizziness 3% 0.4%

Paresthesia 0.8% 0.2%

Somnolence 0.6% 0.2%
RESPIRATORY SYSTEM

Dyspnea 0.9% 0.6%

Nasai Congestion 05% 0.0%
SPECIAL SENSES

Blurred Vision 0.5% 0.0%

[ Post-marketing Experience

Post-marketing experience indicates that in rare instances
pauenxs may dcvclop allergic reactions, mcludmg maphy-
laxis, fc of

There have been reports of priapism and lhmmbocympenia
during post-marketing surveillance. Atrial fibrillation has J
been reported.

OVERDOSAGE

Shouid overdosage of HYTRIN lead to hypotension, support
of the cardiovascular system is of first importance. Restora-
tion of blood pressure and normalization of heart rate may be
accomplished by keeping the paticnt in the supine position. If
this measure is ma&quaxe shock should first be treated with
volume expanders. If necessary, should then be
used and renal function should be monitored and supported as
needed. Laboratory data indicate that terazosin is 90-94%
protein bound; therefore, dialysis may not be of benefit.

DOSAGE AND ADMINISTRATION

If HYTRIN administration is discontinued for several days,
therapy should be reinstituted using the initial dosing regi-
men.

Benign Prostatic Hypemplasia:

Initial Dose:

1 mg at bedtime is the starting dose for all patients, and this
dose should not be exceeded as an initial dose. Patients should
be closely foltowed during initial administration in order to
minimize the risk of severe hypotensive response,
Subsequent Doses:

The dose should be increased in a stepwise fashion to 2 mg,
5 mg, or 10 mg once daily to achieve the desired improve-
ment of symptoms and/or flow rates, Doses of 10 mg once
daily are generally required for the clinical response. There-
fore, treatment with 10 mg for a minimum of 4-6 weeks may
be required to assess whether a beneficial response has been
achieved. Some patients may not achicve a clinical response
despite appropriate titration. Although some additional
patients responded at a 20 mg daily dose, there was an insuf-




Subsequént Doses:

The dose may be slowly increased 1o achieve the desired
blood pressurc response. The usual recommended dose range
is 1 mg 1o 5 mg administered once a day; however, some
patients may benefit from doscs as high as 20 mg per day.
Doses over 20 mg do not appear to provide further blood
pressure cffect and doses over 40 mg have not been studied,
Blood pressure should be monitored et the end of the dosing
interval to be sure control is maintained throughout the inter-
val. It may also be helpful to measure biood pressure 2-3
hours after dosing to see if the maximum and minimum
responses are similar, and to evaluate symptoms such as
dizziness or palpitations which can result from excessive
hypotensive response. If response is suhsunually diminished
at 24 hours an mcmascd dosc or use of a twice dauy regimen
can be idered. If dmi; -ation is di

ued for several days or longer, therapy should be reinsti-
tuted using the initial desing regimen. In clinical trials,
except for the initial dose, the dose was given in the moming.

Use With Other Drugs: (see above)
HOW SUPPLIED
HYTRIN capsules ( in hyd ide capsules) are

available in four dosage strengths:
I mg grey capsules (imprinted with €} and the Abbo-Code HH):
Botles of 100 (NDC 0074-3805-13),
Abbo-Pac® unit dose strip packages

of 100 capsules.... .{NDC 0074-3805-11).
2mg yellow capsula (imprinted with & and the Abbo-Code HY):
Botties of (NDC 0074-3806-13),
Abbo—?-c‘ unil
of 100 capsules . {NDC 0074-3806-11),
5 mg red capsuls (imprint and the Abbo-Code HK):
oo {NDC 0074-3807-13),
Abbo-Pnc‘ unit dose strip packages
of 100 capsules.... ....NDC 0074-3807-11).
10 mg blue capsulu (imprinted with S and the Abbo-Code HN):
Bostles of 100.... (NDC 0074-3808-13),
Abbo-Pac® unit dose strip packages
of 100 capsules .(NDC 0074-3808-11).
Recommended storage: Store at controlled room temperature

between 20-25°C (6&77'!-) See USP. Protect from light and
moisture.
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